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A61K-031/395 
A61K-031/395 
A61K-031/195 
A61K-031/40 
A61K-031/40 
EP 792642 A 

compound of formula (I), or an optical or geometric isomer 
of (I), or acid addition salt. N-oxide, ester or quaternary ammonium 
salt of (I), for manufacture of a medicament for inhibiting 
pathological conditions selected from Alzheimer's disease, premenstrual 
syndrome, peri -menopausal syndrome, deficiency of thrombomodulin, 
uterine fibrosis, excessive myeloperoxidase activity, excessive 
thrombin, autoimmune diseases, reperfusion damage of ischemic 
myocardium and insufficient testosterone, is new. A = CH2 or NR; B. D, 
E = CH or N; Y = 3-8C cycloalkyl or cycloalkenyl (both optionally 
substituted by 1-2 R4), or phenyl, naphthyl, Het or Het' (all 
optionally substituted by 1-3 R4) ; Het = a 5-6 membered heterocycle 
containing 1-2 0, NR2 and S(0)n heteroatoms; Het' = a bicyclic ring 
system comprising a 5-6 membered heterocycle (containing 1-2 0, NR2 and 
S(0)n heteroatoms) fused to a phenyl ring; Z1 = (CH2) pW (CH2) q, 
0(CH2)pCR5R6. 0(CH2)pW(CH2)q. 0CHR2CHR3 or SCHR2CHR3; G = NR7R8; a 
bicyclic amine containing 5-1 2C. either bridged or fused and optionally 
substituted by 1-3 R4; or a group of formula (i). which is optionally 
fused on adjacent carbon atoms by 1-2 phenyl rings and optionally 
substituted (on carbon by 1-3 substituents and/or on nitrogen by a 
group R4): or Z1 + G = a group of formula (ii): n = 0-2; m = 1-3; Z2 = 
NH, 0. S or CH2; W = CH2, CH=CH, 0. NR2. S(0)n. C(0), CR2(0H). C0NR2. 
NR2C0, C triple bond C or a group of formula (iii): R = H or 1-6C 
alky l; R2. R3 = H or T; R4 = H. halo. 1-6C alkyl. TO, 1-4C acyloxy, TS. 
TS0. TS02. HOT. arylT. C00H. CN. C0NH0R. S02NHR. NH2. NHT. N(T)2. 
NHS02R. N02, aryl or OH; R5. R6 = 1-8C alkyl; or R5 + R6 = 3-10C 
carbocyclic ring; R7, R8 = phenyl, a 3-10C carbocyclic ring (which is 
saturated or unsaturated), a 3-10C heterocyclic ring (containing up to 
2 0, S or N atoms), H or 1-6C alkyl; or R7/R8 form a 3-8 membered 
nitrogen-containing ring with R5 or R6; R7, R8. in either linear or 
ring form, are optionally substituted by 1-3 halo. 1-6C alkyl. alkoxy, 
OH or carboxy; and a ring formed' by R7 and R8 may be fused to a phenyl 
ring: e = 0-2; p = 0-3; q = 0-3; T = 1-4C alkyl. 

USE - The above disorders are disorders which are responsive to 
inhibition by an oestrogen, antioestrogen or oestrogen agonist. 

Administration of (I) is, e.g., oral, rectal, transdermal, 
subcutaneous, intravenous, intramuscular or intranasal. 
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0 : z'«> 

(a) - (CHO P W (CHO ,- ; 

(b) -0 (CHz) P CR 5 R 6 - ; 
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r.;U-6-t Fp*->- 1 , 2. 3. 4-f h7t Kn 

CD73ffio 

5, M&Hl f2^©7Jffio so 



g( i e«©2ri& 

[■WW 7] «ME*lWtt«*<5xa^l/**S/^— tf 

tt^^ 1 fBffi©73f£o 
** 1 fefc©7j?£o 

■M&n i ie«©73S 0 
si#je i ie©<D7b-}£o 

[000 1] 

BWi*fl«r*ati5#BF3 ixhoyy, fix 

[0 0 0 2] 



(4) 



10-7564 



7x^1- (7;VW7^/xh^i/7x-;W - 

0, I" %-0CH a CH 4 -N^^ 



l -7i-;l/-2-7x-;l/7b-i -xyg(ixxh 

[0 0 0 3] 
[ft 8] 




0-CH € CK 2 *CCH,> 4 



7P^7x>li7n OKS4$ffrSg5. 4 3 9. 9 2 
3#) ;SB^(3-n7/^ftl06 59 4 1 4 A2 
*#) ; TW^"*— M (3-Dy/^fFS0 6 5 9 4 
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6 4 1 2 3f) iBftM (*BttflFS4. 4 18. 0 6 
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7#) I W*«W^ (*H«FfF*5 f 4 5 1. 5 8 9 
#) ; KSSB(periiDenopausal)ffi«» (*S«FMFS5 t 

3 9 1. 5.5 7§) :5MBjb«** C*HW«F*5. 4 
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[5£<tU AaCHa&tfNRfrSiiKSft ; B, DRtf 
E«CHRT>*N^P,»S:Wt::^?n ; Y{±, 

(a) R*fr<E>'&$.mcM1R-$ti2> 1 ~31l©B8*Sk: 
£oTffiIt;:B«sn£:7x^;l/ ; 

(b) R*fr<b'&±LmcmVl-£tl2> 1 ~3ffl©«^*tc 
.fcoTffilcKB&sns^^ : 

(c) R*fr<E>%liLmzmiR-£ti2> l~2{l<DBgSgK 
■fcoTtt^tcfi&SnSCs-Csi^nT/l/*/!' ; 

(d) R 4 fr63toi&*KCill#?£tt3 l~2ffl<DB&SK 
J;oTffiit!ca^n5C3-C8S'^n7;i">--;l/ : 

( e ) R*fr£>%i±[.mcmft-$nz i~3fi©B&st;: 

J:oTffjictC«^n5. -O-, — N R 2 — Zfctf — S 
(0) »-!b^fi!t5SA^I^n5 2if T?O^T D 

(f) R 4 ^e»ffi3iB*(tcss??ns i~3««B^stc 
(o) n-frz&zmfrzwiRztiz zmz-eo^y-u 

( g ) 7 jL-fvmicm&vttmiuzxm&mmfrzis. 
«?ns i~3iicoB^atc<toTffiiictcBfe$ns, 

-0-, — N R 2 — Rtf — S (O) »-*?>i5SA^I 
0 : Z 1 ti, 

(a) - (CHz) P W (C Hz) : 



10 



20 



30 



40 



(b) -O (CHz) P CR 5 R 6 - ; 

(c) -O (CHz) P W (CHj) ,- ; 

(d) -OCHR 2 CHR 3 - ; Xtt 

(e) -S CHR 2 CHR 3 -t?fet) ; Gti, 

(a) -NR'R 8 ; 

(b) v&mmm±-v&Mic \u^tzm<oy ^.-^mt 
mcmw&ti. mm±X'R*frp>m^nrcit^mcm 

^ fcfi&g K <fc o Tffi£(c3fatBtyCfig!£ 
HtlO] 

/CH 2 ). \ _ 



< 



(CH 2 > 

(S^K ntiCK 1X«21?»0 ; mttK 2X&3T 
feO ; Z 2 ti-NH-. -0-. X&-CH2- 

;x« 

(c) R 4 ?b^3fiji^c^^nrci-3{@oB^S^ 
[fbi i] 



•N 



-0CH 2 



-CH2- ; 
-ch=ch- ; 
-o- ; 

— N R 2 — ; 

- s (o) n- ; 




On 



(a) 
(b) 
(c) 
(d) 
(e) 
(f) 

Hfcl 2] 



(g) -CR 2 (OH) 

(h) -CONR 2 - ; 
( i) -nr 2 co-; 

(j) 



0 

n 

-c- 




50 



(k) -C-C-T&D ; R«7jc*X»Ci-C6T;l/* 
; R 2 ^R 3 tifflS:Wtc, 

(a) ?m ; xa: 

(b) Ci-C4T;i/*;i/T*fc9 ; RU*. 

(a) ?m ; 

(b) Apyy ; 

(c) Ci-CeTJl/*;!/ ; 

(d) Ci~C4T;i/3^> ; 



(6) 



(e) Ci-CiTf ; 

(f ) Ci«C4 7;l/*;^* ; 

(g) Ci-C4 7;i/^;i/X;i/7^^;b ; 

(h) Ci-C4 7;b^;l/X;i/^^;i/ ; 

(i) tHn^> (C1-C4) 

(j) TU— ;i/ (C1-C4) T/Mvb; 
(k) -CO2H ; 
(l) -cn ; 

(m) -CONHOR \ 

(n) -SO2NHR ; 10 

(o) -NH2 ; 

( P ) Ci-C47;i/*/i/7^/ ; 

(q) Ci-C4isT>l<*)]sT$S ; 
(r) -NHSO2R ; 

(s) -NO2 ; 
(t) 7U-;l/;X(i 

(u) -OHTfeD I RStRHmiLmcCi-CsTfr 

*>it+$> & t>\ xa— c 3 - c 10 RjRasjBjER-r 

« : R 7 £R 8 l*3foift^ 

(a) 7x— ;l/ ; 20 

(b) ««XH:*1I»OC3-CioKJIBH: 

(c) -0-, -N~Rtf-S-fr6»?*n»2«S 

■e^r- n«?***f aca-cio ram ; 

(d) H ;xtt 

(e) Ci-Ce7;l/*;l/T*S*\ tfl^tt 
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(f) R 5 XttR 6 t«fcHJl-AHOffllSd*a!l**ja 

•r* ; R 7 i:R 8 tt«ttx««tt^-rn"e*oT«>, c 

Tttt^i^^nsch^Tt^ ; R^Rnc^oTjg 
«sns«ttffiBc7i-;«l£iftf *c fctf *e* 
*;e«4(K lXtt2"eJ&D;mSK 2X&3T& 
0 : ntiO, lXS2"PfcO ; pttO. 1 n 2Xtt3t* 
SO ; qfi(K U 2XB3"P*5] T^<£*l3{fc'& 

[0 0 0 8] 5£ I <D«F£ LWfc^tottS : 
lit 14] 




Hfcl 5] 



TSD ; R 4 »H, OH. FX»C 1 -e*t) ; B£Ete 

cHatfNfr6aii«icwi«n*] ^«Mo 30 

[0 0 0 9] «WC»*blr^fl:****lc*Hr* : ~>x- 
6- (4-7WD-7xz;l/) -5- [4- (2 -If 
^US»-l — f/b-xh^^) -!7x— ;W -5, 

6. 7. 8-fh7t:KP-t7^Uy-2-^-;l/; 
(-) -^-6-7x-;l/-5- [4- (2-tfnU 

^>-l-^/l/-xh^» -7x-;W -5, 6, 

7. 8 -f h7 1 Ka-t7^ U>- 2 ; ^ 

-6-7x^-5- [4- (2 -tfnU^V- 1 — T 
;l/-xh+^) -7x-;W -5, 6. 7. 8-fh7 

t Fn-t7^l/y-2-*-;v ; i^x- l - [6' - *o 

tfauv ? /xh^>'-3* -tf'J^7l/] -2-7xX;b 
-6-HFn^>- 1 , 2, 3. 4-f F7tFnt7 
l- (4' -tf n U ^7xh^->7i-;W - 
2- (4" -7MP7xX;W -6-fcFn*i/- 

i, 2, 3, 4-fh7iiFn^y*/u>;>'X-6 
- (4-HFn^>7xx;W -5- [4- (2-tf^ 
U^-l-^l/-xh^» -7xx;H -5. 6. 
7, 8-fh7t: Fn-t7>U>-2-*- ;l/ ; Rtf 
1- (4 * -tf a y S/7xh^>7xx;W -2-7x 
x;l/-6-tKD^>-l, 2. 3, 4-f F7tFo so 



[0 0 10] 

»w«sw^v>x«»»Wfca*j*-rv^wttii*«i 

£8ffiftfe& BHtttttttR, Foy^aU 

[ooi i] t;i/^/n^v— #i (ad) «\ ie«, e 

0, fflfeRCf4^0«pa4MMi*BII*abTi\*o 
SflE, B-*HO*^fet>Tt>tt2 0 0~3 0 035AtfC 

©*a*lcll«bT^*i:f»JE«ti* 0 ad 
[0 0 12] ADMOKttia-a^tti, T ^ n 
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4 VV=-"J V (amyloidogenic) 75 — faMT 5a-f 

ft ■y*r**i/—ms nmmmmh-otxtm^ ten? « n 
Dj»#oKi*fcBM«i6ofc»icaBa:» atus©^ 

^75— ^i:M75D^ FT fiSEfc, T 

r i s omy 2 1 (C r own£tt$) &tf»£ffliSm io 
jfil*. DutchI75n^K—>^ (HCHWA- 

d) tmcm-tziswDMZ&m-tntz,, m&-en. a 

COO 1 3] m-Dfr'D^'CXDmMii, &l£<DT5.n-l 
Yf-vVZl/WK (/S-TSn-i' Y*-s**1L (0 
AP) ) <DMftiiMikmtfkD<Ommicm*ft(senlna 
DSWfcJRfcL, »^Xtt«H^*T?fett«fitt(cogni 20 
tive symptom) iCftfTt Z BlJItt*^* Ci: «gfLT 
V^o Selkoe. (1991) Neuron 6: 
4 8 7#HCDC£ 0 Sifi, 0 A Ptfigftcp. ic^gbfcr. 
^-a y«IB*»6ttffl«n* C i:&tf 0 A P tflEm&fl 
ttRtf A DAffOH^OHIHilK (C S F) tptc^fiT 

ttfWIELTV*,, Seubertlf, (199 
2) Nature359: 325 — 327 %&m<OC 

to 

[0014] 7^-zmm¥t<Dn]m&mmt>m7/\'- 

jg<D0 AP*ftBSte*|gSELTV*. 0AP<E>iffigW*l 
StttfTG F-/3KJ:aRl^a?K:<J:oT§§«>e>ftSC 
fctfftJfilSeSnTV* (Chao¥, S o c. N e u 
r o s c i . A b s . 1 9 : 1 2 5 1 (1 993) ). 

[0015] ?p.fc«jfiT?«, mmvw&n&vmc 

355 < 0 AP£<fc-3T§ftti2n/i. ADIlCfet^iSS 
£j£fcCCQ:0SB£>#fB©-B£&LTV.5 <) N S A I D 
■Y > F* ^'»fC«t 3E£SftfcB&*SC»*V T)VV/\ 
■<•*— 3®*<DjtfT<DjIffi*j5sLTVS (Rogers 

S c i e n c e , 2 6 0 : 1719—1720 (1 40 
9 9 3) ) o 3-n-;^«lirfflIg0 6 5 9 4 1 8 A 1 

[0016] ADoaaittawioawte^i^Kasn 

& 0 Kfc**J*TG F-0ISSi£riSi6. de- 

ntil J;-dT, j3-75n^ K^^K^IteaMtfcA 

g-3< C t#T#3&e>fcf£nPJT;&So so 
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[0 0 17] «£ N ^IgOBflteMOSiaMtctJ/toT, 
(SAD) » WMtVUi^WSL (carbohydrate-craving) SE 

R. T. Fran klCfcoT "E»I*3SR?SJS" fcnffcftl 
ft:, KWaSBfc-P**. UCLAOGuy A 

bra h amlcfc^i:. W Afm^^XKii? 1 0 
AOJ&gico* 3-4 Atf £gflflK3(£eff£U »& 

ffeSC btf$>Z>o Current Progress 
in Obstetrics and Gvneco 
logy . 3:5 — 39 (1 980) „ 

[0018] Mmn&im (pms) (Dwmvmwi*. 
mc— gp©PMss#T?^i;Tv^c l^l> c«i*a 

tiMafc PMS fcfl»Lfcffl(*aVK*{k* W£, 
feS^%) £«JML, ilSlc^«-r5— HaW*ffi|pl<DiK 
if$5<: f:#IHfc*< WZfricfrifc,, PMS ti^-T 

t>ISf*SB®e^iS^Sf(late luteal phase syndrome) (X 

Sfrffilftffl^ftffi^gf) fc«ftf*lTV*. D- N. 
S. III. Revised American Ps 
vchiatric Association (19 8 
7) o 

[00 19] PMS<D^fHtCOV^T{*^tC^<©^ 
tcioTl&BSnSfciKeLTVSo ft&OSBti, PMS 
^l/a-XXS^ttffiLT, Ltf Ufffi£Stt*«l5-3 

en^trijfcDjigrgaTfcs 

1* LTV*. fr»J£#t«*\ L^L{JS^^n*S^j? 

[0 0 2 0] L*^L, CflC>(DWim<D^-?tli>±LM.Zn 
TI/^V^: PMS(4?m^ta^t>«fi^L-5S^T. ?S 
Sig^PMS(DIIE3T*ti$>t)^.^:V ; PM S ^SH* 
a'JVffittfglfil^L^l'hga^-fs ICHT(±&<s 55 

SfOfflMW : e hcD^gco-9-i'3^"i'^-5-y^(p 
sychodynamic)X«tt#WffliJi^ A^ftHStlf: t^X 

[0021] PMs©tftt*jaixtte»r*fcii>E£ 
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[0022] PttommFPVt&m (llpdd) tmm 
Wffi^sf (pms) icmmvrcmtE<Dmm-c$>^o 
(Dix.&i*fi m®<&#&<omc mm l 

X, cn50»ilt?li ; 5:<> ftZ^Iti (distress) 
ft£K LT\ LLP D DO^fttfrtfSUi, 3t#»!£>Si£ 

[0023] LLPDD (itt^tt^&CfWHA^me 

[0024] mi>-&mc&&i-£t\z>&w>ci*. w&k 

<£>5gfT0 , mm, SBDX«fg3i<7)lt^@«(feelin 

lisi&T (decreased interest inusual activities) S5 

mt. (#li:g?7j<(b%l) ©nfaf&tf&IEWS'E. 

-®.mx& S„ (fMflUDEJftXCiBH (swelling) , 

[0 0 2 5] -HRKl, IPXT-n-r FKftftffiXtfL L P 

» oMfiflEttHrh:iWl«Be« i: «BW 3 i: fid 5> * ir\ 
Sifi<Dffi??{±> Xlfa/^^-V — (A 1 d a c t o n 
e, ->T]-;V) fcffl'SO&tf^'i -i >^(crying)/h^ 

[0 0 2 6] ynntny, l^g£'J^A. *f-T*J 
K\ m^O^Rt/^D^^yhA (Pa r i o 

d e 1 (g&i&^t) , S a n d o z) *&S?ZM?)m 

[0 0 2 7] #Hf£fr£5. 3 8 9. 6 7 0§(i, LL 
PDD/PMS CD}&*(Ofc46©$.S— ^<D-^>"/^^-7 

[0 0 2 8] PMS/LLPDD<9&#<2te!»;6i£<9^ 

[0029] Nmismttzmmt* asm (£.m*$o 
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tiT'ayx^VT^.So C<75^»I(OJlH(4§PM(ovian) 
^©i^T £ MliaJtiOMte £ ©W« (hallmark) (29IMIU8 

6 * *) WSltflK. it 1 W± S Ttt < C *N6 

[0030] afi>$Lfc<fc5ic, Ktawr&tt&te©*A^e 

wet** cnsoaasifc^fttttefcoT 
^^(undo)F t gs*<Sj®-rs3b^ cne.toi?^js»L, 

[0031] c©««w*j&K**©a:» nemrnm 

*HRW* (^UHBAW^fSST&SfcLTfe) 

a*, »s<r-4k mm. mms&. mm 

("The Menopause". R. J. Bear 
d ISM, Umiversity of Park Pr 
so ess. 1 9 7 6, S<=>tC> fll50*W« 

OUftf*8««. BHiSM^»*#SH (contributing fa 
ctor)TfeS 0 ("Harrison' s Princ 
iple oflnternal Medicin 
e". N. J. Isselbacherl, ^9(£, M 
cGraw-Hill Book Co. 1 98 0, 1 
7 82-1 7 8 31). -gPW^tttC 

^>F<0 1Ott±©^Kfe*»3fe5<0T?(iS:<, 

[0032] mmwmfc<Dtmzm?c £&■&*&£% 
z.zc£i<tTmmT>&2,<QT\ wmim&vm^Htmt 

so yycOlBiX^— ;b(descalating)ya ^fiS^tl 
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tt) ^rs-r^o c<D3att{i^swT-feo> sigsns 
[0033] xx h owaiafcaiitfiHa^ftBjf^ffltt 
ayx^^icfcBaM-rSo ^g^w-rs 

^ttlcxx h D^V^^ayx^-yfc^-itiKXfiJ: 0 
— ti&mcizmmyv hn— /Kcyclic protocol) T'jS# 
L&ttfttffc^fc^o CCDPP#l£#©3I[i3{±, XX ha 

M-TS fc 46 5, :/oyx^>©$&Jil«£<<0£:14K 
J: o T U£ £ ft"f> flJ-pO^gug-r-Sfr 

So xxhny^gttliLtfUf, 0iR{£7)<#«t)«> # 

[oo3 4] a«wic«> 

%{tffl9J(agent)T*$.Si:#^e>nSo 2E>tC, C©1 
S&jST'k&So JKHWfftBS, 3 9 1, 5 5 7^(i, 

[0 0 3 5] MiglT'p-tX Ofilfeffi) te> Fp>£ so 

[0036] mmm±itm&. ^yyt^yyoa 

I I (hn>£i'©±B*£3fl«MFB ; ?) ©PIS^S 40 
3 0 I I U^/WijfoS&'t'T'^fbU 

ItSP^hav^y^X^VRfM (APTT) ##r) fc<fc 
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[0 0 3 7] *«W*S6fcfi<ailW*fc*K: % JgH 

n>if>o«3SlcM*ailSl6i:bT«feA<ia6n 

£-££o S@*xy-F»cfettS2O0fiil*'f'^>'h 
(i, ^SH^ I Xat<J:«iiafXfr6X a'MDiSft: 
ig@B?Xafc:<fc57n yuy\L yfr<b hu^\£ > 

[0 0 3 8] cne.OSJSOM73«!W)BSfflEfeV>T, 

vi i n±jt««^stt*5feiK{*i:LT«3a-rs*\ h 

SttffcS**. i£tt{fcSnfc:«H7, Vat VI I la 
(i b n > \Z >fr 6 h a > tf >"\£DiK{b £ SHB^ X 

[0039] mmt-7u7-'(>ci l t.2im<Dfa!m*y><> 
Bijssffsitc^is-rso <:neo«^^^«ssas@ 

BfVtVI I I <Dl£iHt& (fftftu ffH^V a 
VI I la) Bttft^a^yCtt^fStt^HB 
&©)g@H?Vi: V I I I *Sffiefc<0*^»-r5o 

[0 0 4 0] L*^L. ^□T-l'VCcDgttfbfibni/lf 
Vfc, SHAXt- F<0«»-by >7U7-T— Vt. 

^■tf 0 ha>*t^aU Vtihn^tf Vfcfggg* l : 1 

1£{b«-&, ^HB?vi:v I I I £*-fte>©S1±{bJ£v 
at VI I I a tc<gft£ hnvifV(±, *3S^? 
tt, ^'n7 1 -i'VC«-Stt{b*-&S*5tcf^ffl-rS7b\ m 

T» hnytrxi, hny^a'J >t<DSRSB* 1 : 

■f. Jto'h«^eii<b-a:-r, S@H?Vi:VI I I ^^n 
6<Dgtt{b^»cefb*-^ft^->o Fa>lf>-hn>#* 



(10) 



1 0-7 56 4 
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fCit^T, 2 0, ooo^iS^f^, 

[0 0 4 1] ^-nS(> j£tt{t7Df^>Ct±flfi<DtiiJ8H 
&W?~%$ilto&8!l (antithrombotic agent) "?&5o 

aifv^va^ mmm^v I I I £V I I I a'vfi 
ILfcJ:?t:, Ch6®2 «B?<0!Sttft*BISttfl:^ 

[0 0 4 2] 3f£EHmi5, 4 7 6, 8 6 2#«* feS 20 

[0 0 4 3] ?«WKEH:W»*»6#a , r*B;eltlHI«"e 
£0, ^SK*, ?Sl'U'^5^-^-r^(ileoiDyoniat 
a), 5** h yT;l/(myometrial)flE^ ^Wi^tSR 

[0 0 4 4] COtt&ttftttCfettaJiaiBii&tf^tt 

-TSCi:, C.fcoT^^lciSSISftT^So *r;l/*-y 
irfcioTSP? 2mr^ So S&t;:, 7>>r--efc, xx 

[0 0 4 5] 

ja«-c**ft% tntiaffltf**so»T-4<, mat 

7^^n-r F*^fiicS-rSo C<D«fc5£l§-g-lc«, 

^vj&totfvi^^r^rfxx h^iS-^-rsc tfer* 

& £ i: m 9 o T g: fcttlSiJ^ tlT V^„ 

[00 4 6] *IS5, 4 5 7. 1 1 6f(ife5-^ 

S^rfflSiJ-rS^ii^^TV^o so 
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[0047] &ttmmimmRxftmiwtft&<om 

B8^-TSi:#^P.nSo gaf&ffiJKJgtiJEKiH&fflfKx 
yf-fff (entity) ^fL, 8tft§8^©gglCt>}*lfr 

IH&Cfctt* 5 0 : i»ttx'jfvh-fx 
(S L E) lc*5tt£ 10:1 ?P.tCfiffi®5^3£ 
tc&ltS 2 : 1 ST'CDffiBrtOiS : ttitK *oT, tBft 
¥B^mtteeaft««»*««»fc3H^c fcSr&^f £ 
(Ahmedf, Am. J. Path. 121:531 
(1 9 8 5) ) o cnBOSftttiT, 1114, 

TY-y-f (flare up)*' S^ffiCDgg'S©^^ Si*:^ 

So iasBW)#ft, 77x1 1 mm<D*m%*Km~ 
??D7r- ^stt{bsrjp^6«i§gm'\<D t mmmm # g 
aj6*Hje»o*«w^T c j&< s nt v ^ * a\ c o&g 
o?gtt{fc**i:* h y *»o3Bff«*u*« 

!&<Dfemtttftte. : F3cftT'& y . =f— ;l/-r >*S(golden 
salt), ^H/tt-K ttv5';7*, 
l-u^Y Wf;l/7"l/K-yny) Rrjft&jJflfrMcDte 
fflMWcjfii5ftL*ifliSrJiiBe*Slil?-rs6t*i*-g-tro i 

So 

[0 0 4 8] &m%&M& (PMN L) ttj^jEtt^StC 
ttfch^C K^^'L^? (oxygen-centered molecule 

e), fk^^i4giH%s> atfin*»»iP*«^j«L» fife 

si y v s l e i¥© * 5 fcaoa-'CDgsBic^fijfc© 
•i^fc-rtmiiaim^ftSo iaftfi^je (fi»J^{?>. 
sle) oi&a-tcfi, maESjcoHiftttaaiftH* 1 *® 

S^'t'^Xtt P M N L £*ij$t LTSS^^^v-y V h 

[0049] ixhDyxii aftffiRjec: M&-f * t 
iSstTfeo, aaj6«««ottKt«»r*. euAtf, x 
Mttxu t-t h-yxtcagftsftjii^w-rs.fc 5 ci 



(11) 



«fB8¥ 1 0-7 5 6 4 
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£>tl%> (Chander^Spector, Ann. R 
heum. Dis. 50-1 39) 0 Jansson 
(Free Rad Res Comms . 1 4 
(3) . 195-208 (1991). *Wffl»^Sffl 

ttft7kiR^6O*4 : ->^VK0Jgj«*HfflS-r«. PMN 
LfcioTiSSMIK ( = XD^**^^tf) 

?jcaff«n*»bx h px# ttsrr < * 

[0 0 5 0] 3-Dy;«fffS6 6 4 1 2 6Alftt, 
& £ 9 CD 3 - T P -f V * 7 x > ic <fc £ ffi B & 

ijfvh-fX, BffiBfctfjffi, 

[0 0 5 1] 2 - 7x-;b- 3 - 7n^MV % /ft7 

3-D y/«ttfflF*0 6 6 4 1 2 6 A 1 ##jft> 
[0 0 5 2] XXhay>t*T*fflJB«lllfc»*JWWJ* 

Tv^o *ti». x^hny>aMb^«tt«ttHBSU^ 

SSWfcffi* Gu I 1 1 an Barre 
mt, Ha s h imo t o ^&m&t&%** %>f&QVcT 

mmmmmmic t mawmvmmic & ^ xmm % t 

HBESnSflT»»a (Holmadahl. J; Aut so 
o i mmu n. 2:6 5 1 (1 989) ) o 
[0 0 5 3] Tmmc1ti^%X.7.VuV><0!faWh¥k<0 
ftfilc, x^hny^«#*pM«:ffi»W®OT«>W'r§o M 
aruil, (J. CI in. Invest. 92: 1 
86 6 (1 9 3 3) ) &Sifi. 7m^>^htfV 
CAM-10rtft»B*«WS»Jf «fc*»UTV^* 0 VC 
AM- HiVL A-4(Oy3ff>KTftO. TSBBS£v£ 
n77-y«:i»6, jfiiSiiHffiRBStfffiWSef^ 
<D £ n £ <9*fflSS<£> h^^'V*^ (trafficking) M 
aUT^-g-r^ (integrin)o XXhDy^7>ft 40 
*i^>hT*fc£<DT\ xxhny>fcHaa«f*fc3V 
VLA-4tt#tth57-<7 + ^*B*LT, £B3l 

ras b x^- h *i»±-r sciw 

[0 0 5 4] x7hny>84*ttxUfT h-fxi: 

T*&5#, FcMtffffl(Friedman|, J. 
Clin. Invest. 75:162 (1985) so 
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xx b n y yffllltS^ e> <Ov ^ d 7 7 - ^ic J: 
3^X I I SiJSCfgSii: I L- i g£ (F 1 y n n, L 
ife Sci. 3 8:2 4 5 5 (1 9 8 6)) 

v * a y t-s;mx7x * b« § b#8? 

(self destruction) ^Bia-r^^S^X^— KlC^^T 

[0 0 5 5] &%>M(V2-y jl—)1<- 3 -7o-i';W> 

tf. 3-P7^fifffS6 6 4 1 2 3 A 1 §iC«SJnt 

[0 0 5 6] H»l9ftttttfl^60litt^*9fe5S« 
iW»OfeBffiOffiv^««te« K> . xx h ay^Htf 

ITl/^o HalehKlone r (iX7b7^^ 

(J. Am. Coll. Cardiol. 2 5 . 1 8 9 
A (1 9 9 5) ) o 

[0 0 5 7] SttTftt. »ftfc*<0«Hffl«OWfrk::i3 
^TfX hx-rav^gj^ft^^oT^ficDxxhP 

yyffissns. HR»cBH«»*cttoBo 1/4-1 

ttO«*T»Taf*dr^^*X(gonadaxis)OWfflS, # 

V'sOKf K h n if >»m > £ * <D^<E> df 

ftffoT, xXbny>ti:al^titiST'XhX7 L a>^ 

-T^o SiJW*cOT"XhX^P>cD5fSjKfb(i:xxhay 

[0 0 5 8] tt««ffiTtt«»iittfcHRfc«±-r*C 
ttfB»6»n«o »ofr<&ffi$W, tt«dHttTtf*nlfcfc 
L TS5*lS *«BOK2lM0mE*£ C * C t 

tiwso «ia<DWH&«\ ryFayyf^iEfS 

WH14(eugonadal male) ® jffift^«ett'?Cd:&S If 

[0 0 5 9] fXhXfP V^rSS L fcUtt (male) te£ 
teW$&1±xXhX7-P>ilg. ^H^UyK 

ll!6H:3W7n-* (HD L-^UX-rP — fr<D^it 
ftb) U^;l/OfiTfc> B UN/^ur^xyttofgT 
fc**Ufco Morlr yH. JAGS 41 : 149 
-1 5 0 (1 9 9 3) o 

[oo6o] "fijffjy-r*" a*jBw±, 1 «k±o±b 
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m&ttm<Dm%.ttffi±? s rzv>omm. (suy ect) <r>^m 

[0 0 6 1] »**jSWi:-r*ffl(*fc 

a i {t-&tt<D**&«*«#-r * c k * o -casus n 

So 

[0 0 6 2] ft&tcm^SttS^HItffrtiJfiBSSO 8/3 10 
6 9. 9 5 4§ (CWi*Wlllltlcl8ffl«n*) 

[0 0 6 3] Ci-C3^aoT;i/^;i/S.r>*Ci-C3 7;i/ 
#-fS 0 Cs-C7'>^aT;l/^;l/*Sffli§«> ->*n^ 

So 

[0 0 6 4] /Nnti^na. 7at, 3— KRtf7;l/* 
uZmm-tZo TV— A/ (Ar) {±, ±isrse$nfc: 
R i fr<b1&$.&HcmiRZtiZ> 1 ~3fflOB^«ti: iot 

ffijKfcB^^n/c^x^^s^^^-^a-g-rso d 

TTIi^f*hWh-MS«n o DMSOIifV 
^;l/X/l/**~> K*««-rSo E D T Atix^bV^T 

[0 0 6 5] xXhay^TrJxXHi, *i3itT* 

«, miftfeffl^tc^sxxhay^s^gpfiEtc^ 30 

1 OtUbDlIltlCfcl^TXX h n-y ffl^r 

[0 0 6 6] iXhayy/y^d-XMi, 
T-fi, aiiii(i%l^ti:*3^Sxxhpy>S^<*SPtfe^ 
Jjg-a-LT, 10JM±cDffl®K*3V>Txxhny>©ffffl 

So 

[0 0 6 7] *K«B»i:fB*?nfcfeS-^ 
[0 0 6 8] ji«Kj»i^Lfcft¥#«, *^iOfeSl 




^Hfl^ 1 0-7 56 4 
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T^wta^sns : ^xgEBK&sttsw&teffi! 

-^©{k^^e.^ff5lcSg^nsa>«r*xx-r;bS 

xx-r;bRt;«<0^T*^S§^l£:S#2nSo 
[0 0 6 9] *^<O*j*{C^ffl-rS/-c4i)C0«®St>*^ 
JRO teJH?r>J (remedy) f±, GHfctfKJg* (fiflRtf, X^D 

-X, ®Kh 7^h-;K V;Hfh-;K 7^ h- 
X, X, -tr^o-X, V 

hJUttimftfri/^U , (#J*.{£> -tr;l/n- 

X> j>«^;l/-fe;l/o— x, fcFn*->^f;l/-b;l/n-7, 

# y yn tf ;i/ tf o y f ^yer/nfayKx -tf^ 
77^7^, ^yifi/y^ya-zK x*n 

Fa^i/^ae^-fe/l/D-x. ^ItHJ'JA, y 
>K*;U>"i'AXt±^x>'KA;l/^^A) , itiRSU 

s.tf. xfTUviv^i/ 1 )^ Kiight)*7j< 

. ttm tx-ym. ?^>m-f- 
h^Axasi) , mmitm (mtf. ^^nz/i/a 

-X. #yfcTx;l/fcfny K>XttXf7U >&T;l,5x 
;l/D-X) , ^«??PJ (0S*.tf» 7k) Rt/SS^-y^x 

c«y*ar» £#*fl^ Bfe^hn^^Axtitfyx^ 
*m^-c— fis^fcfijffl^ ns^tetcfc t> Tffli?ns c 

#<75^<D*ffiffl«*T*^ 0 . 1 mg~5 OmgT-SS 

[0070] m%>mftiztvmmicmn. o. i~so 

m g «9*fl[ffllT' 1 B IC 1 E|~ 4 tlS C i: A^T' 

*SA^, ±8Sfflfi{±.«#0^ tt«Rtm^tftt»cfii: 

t tcfe^ l Ti&s tc^s^ ns c i: #t- t So 

»^LV^M«t: h.#^43l->T0. 2 5~2 5mg-t? 
feSo 1 Blc 1 EH8##8F* LV-o 
[0 0 7 1] 2f:^<7573?*lCffll/^nS{k-a-»iJJ(T© 

[0072] $.s-^©a i ^k^%{i^ gjstc^pgtt* 
[{ki6] 



50 



03) 



10-7564 
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24 




fle-0 



< , zkiRfbtt 2 0 - 8 0 p s i 07j<^JE 

t> MfciJ3ir^T««iB-eaiir»j««ti*o « 

[0 0 7 3] 7k*fb*«»**«b, 
SIT, SJKK:^gtta}8»*Te»«(acidic cataly 
st)lCj:oT. fflV^ffijttitCftSltOt-l 00t 

OJUEW- r;l/**«»fr*o Sffllc*5«-Sft*fb7)c 

[0 0 7 4] £IO^tt*J|WU WPWttfcioT 

[0 0 7 5] j£ I K*. A&CH2. B. 20 

DRtfE»CH-e*S] tt, 3K®$fFfg3, 2 7 4, 2 
13§; J. Med. C h em . 1 0 . 7 8 (19 6 
7 ) ; J . Med. Chem . 1 0 , 13 8 (19 6 
7 ) ; Rtf J. Med. Chem . 1 2 , 8 8 1 (19 

6 9) fca^&tvrisD, cti6om*tt*wiB»h:ai 

[0 0 7 6] 5£l{b*« [SOT, e= U A = CH 2 . 
Z»=OCH2CH2, G=^^n7M;P7^X B = 

ch] «mbb*x*— a 1 ea^To ft^ai-2 [Dt 30 

-2 [DXttEXttK^tfNTSS] te. 7nt7^> 
(1-2) «»«ft»(cffilDIMMM : TTli Fo*^i 
f;VS/^n7;l/W7^^ffl^Tv ? 7o^ F (1- 

i) ±T?fftoti**««»E*6fc*oT^««nSo s 

ynthesi s, Ji 5 7 3 ( 1 9 8 0 ) 0 ^n^e 40 
7^ (1-2) B\ n-7f-;W^!>AXtt^y*^ 

■feS/«>ix«:L/t£:fcSJCS«Jlff"rs) 6 h*^- 1 - 
-rh^a^fcEJSLT, ffift±tfffla (acidic workup) 

«fc*;l/ify-;MH (1-3) XteX^U^S (l- 

4) ov^-rn^^u^o ^utitfu^-^A^a^ k 

^\;l/^D^ F (pyridinium bromide perbromide) cfc O 

ftmmitmic&ztuws-frm (1-3) x&x^ 50 



11 



ym (1 -4) <ommit7u*:x*i'>m (1-5) * 

ffiS^ XttTU— ;l/#n^K(boronic acid);gL< fct'N 

fD7';-;Wny8^D^K (1-5) 

r b7^7 h 'J 7 x-WX7 ^ >/^7^ A (0) <D 

— ;1/X*-U>« (1 -6) *^J58"rs [Pure&Ap 
plied Chem. 6 3 , 4 1 9 (1 9 9 1) t, 
Bui 1. Chem. Soc. Jpn. 6 1 . 3 0 0 8 
-30 1 0 (1 9 8 8) ] o #SLWfc^*JHiBrt-* 

x x;l/# a C ©EJSfc: ffl ti S o «ft T U — /l/ 
3^ttlfc*tt{b36»fc: * *»« U * 9 AH*D ^ x >^ 

(quench) tC <fc o Ti^t £ tl £ 0 iS!£ W *C A# S ft& V ^ 7 

U— ;l/#a>»tt. b'J7;l/*;«l/-h «?£L< 

2ft£ 0 Acta Chemica Scan. 4 7 , 
2 2 1-2 3 0 (1 9 9 3) o jS^WteTJfStlftl^C: 

©Uf^AKm n-7f;l/yf)AXtit-7f;l/ 
U^^AJCcfeS^nS^n'^ FXte'v^'T K(halide)<D/N 

AtORtt^ Organic Reactions, 
2 7#. Sl»fc»^6*vrv>«J:5a, 'vrnfBHE 
3tU^^A{b(iithiation)U:J:oT«3S*nSo 00* 
fc£* RlR^*(on charcoal)*Wfc/^9^9A©flH9ET 
T*cd l -6 0»ftbk*{k*Wfl5^l: Fn* h*$/*IHtt 

feV^T=*fb****fflV^TXtt 8 0-1 00 °Cfcl*5^ 
TffH»*4 8%*fb7kSR*ffl^T, 

(1-7) *»a o Ctl60fb*Wtt5-fe5(rac 
emic)~C&tK Chi ralcel O D*^ A<Z>«£ *3 

TS5o Sl^t 1. \-\£1"7*A/-2, 2 1 
71/** 'J >K*0«fcd*3tt*WK:»B»ailfc *oT«« 

^tl§^7XfW7»S£7)B^Ccfcot, 3tt*»»J 

[0077] fxitsto d-7) immic&zwiim 

te:h5>X{b-&*fc:«ttfb«n*C4:*^** (USSflO 
24NHD o 

[0 0 7 8] DM/X(iE^iiT^Si^, *W 



(14) 



0-7 5 6 4 



25 



26 



#(5SH) kSift^ttfctt, x*-iHclWU 

jQSW6fc6-:7xx/i/-5- [6- 

- i — r;b-xh^^) tfy s?>-3 — T;W -5, 

6, 7, \tai"7#ls>-2-*—!UCM 

[0 0 7 9] Sift** [5**K e= U A = CH 2 . 
Z J =OCH2CH 2 , G = euU^ D. E, B = C 
H, Y = Ph] ©**Vl/X— 5r;l/fe, ^llg^l 

iiaottTofi^^sitTOt**^^ (u 

pjohn&Co. . 7 0 0Por tage Roa 
d, Kalamazoo, MI49001) cD7j<^fttC 
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SWetia^ : e<DKJSttx*/— 5 o p 

s ifc*^T»2 0«?HI«ffl*c*B«n*o 
[0 0 8 0] S2Ii{^h^l^»r^!}> en 

<t5&Bltt»*^*oTX«8 0-1 0 OttC&^Tgt 

[008 1] 
[ftl 7] 



Br 



1-1 



H 3 C0 




1-5 



flrZnCl PrB<0H> 2 , Pd(Ph 3 P> 4 



1-4 




1. H 2I Pd(0H) 2 

2. BBr 3 fi^iaHBr- 




1-6 

3. ^5Sfl?a 3 — 5 t 1 0- 1 2t«lKWrS»f¥^J:oT 

[0 0 8 2] SIM B=N] C**ttH2 

icKStSo T l J —MSl* n U F ( 2 - 1 ) fcfcff 1 $7 so 



1-7 

5>»c:±*aa«FU:TU-;i/JB2«r5F (2-2) * 

x^AU^i*lC<fcoTfi7tLTg|2®7^ V (2- 
3) *f#S 0 *Oft07n-f;I/i*oUFfcJ:4 (2- 
3) OT5/;Wt^»3«7 5F (2-4) C*l 



(15) 



1 0-7 564 



27 



28 



U^Aig (2-5) SrifSo h U * A 

tc «}: S *->-r h 9 k H a ^ y y y 'ncdStc 



[0 0 8 3] 
Kfcl 8] 



YNH, 



e) t C0Cl 



CONHY 



2-1 



a ^ 

|P0C1 3 



2-2 



CI 



L i R1H 4 



0R^"° <CHe> - 



CHgNHY 




1) £H] 

2) BBr 3 



2-5 



SHk^Kl B = N] ©M(i«T«)X+-A3 

tCfeiE^So iff 2*57 5 y (3-1) tt'OSWtf+f 
7a^D'JK (3-2) icJcST^Wtmc^SifS 
75 H (3-3) «r^C cnttJBEiB**^'*fl:y >te 
J;51Wt^kKn^y*/ijy)a (3-4) 

-TSo (3-4) ©*JRfl:# h "J ^AilJc^cD 



2-3 



-5) cn*aate < eftfeftatifc^ou kk:* 

[0 0 8 4] 
Mtl 9] 



30 



40 



50 



(16) 



RfPH* 1 0-7 5 6 4 



29 



30 



^-"^fl<CH a >,C 



C0C1 



„CH,NHY 



3-1 



T 3-2 

CH 8 C 6 H S 

! 



3-3 



0 
ii 

CH 2 NC 

y 



OH 



P0C1, 



1) NaBH 4 



Y £> HC1 



OCH e C s H 9 



3-5 




ClCH 2 <CH a ),,G 
OCH 8 <CH a > n S 



3-4 




Bfir, 



mm, mitimm, 3*<t7mm, mm. mm. v> 
m. &v>mm*n&?z. 9i*.aaamres*ifr#> 

m, 'Ji3)^>m. 7i-;H^7;W>l, tKn+ 

u tuu&Mmmu. v-ha&mmmt&. kkb* 

KD*i"g&&*SL 1 . 4 -~I&g(butyne-l , 



30 4-dioate). ^i/Z/- 1 , 4 -"gifi, *^>J 

jtsKiitts ¥L&s> -ru-t^mm. t 

Kmesylate), xn^-V^, ^VZ3fyi 

ft «8S?ft SlfettL 7*;H*ft 7^:7*;l,6gig N U 
>&ft u U^H-zkmifi, y>'Jy« 
ft tfnUi/^Jtfi, zfu\£*/\sMU. TnWm 
7 ix;i>:/a t'Jf;«a, 
40 P^SEft ^'J>W, fiRStt. BHbKlRft 
trnBWtt, EiJft&ft SBHtekJRft XJMOfcft 
^:y-t£:yX;l/*:/&ft p-7'nt7i-;l/X;l'*>'i 
ta, ^np^;y-tf;/x/i'*>'&ft x*;yx/i/*>& 
U. 2-tHn*S/x^>x;l/*vH*, *£>x;l/* 
>&ft ■)-7$l'Z'-\-?*)\>*>m.U t7#i/y- 
2-X/i/*:vS?ft p- h;bx;/x;W->:y&ft *->b 

[0085] s^tss^nsK^pma^wtc, 

so 5£ I ft^ft*«*^«XttiBW«0«fcS(SS«*C £ 



(17) 



1 0-7 56 4 



31 



32 



[00861SI <td«0««Wlc5KSSn*ttttHR 

[0087] si <t&®i<DWim£&v.im&it. x>t « 
Co o 8 8] *¥m<Djjm-e&. * i fk6»*asttWfc 

Xtil Btco* l~4ls]J9-^-r5o 
[0 0 8 9] *9HMTCffiV>S]Mrt>« "W$*fi" &3 

*5ZWc0fc&&H<Dm 0 . 2 5 — lOOmg/a <DMm 

tta*«u^**«rr*. )?*um bs«*ui om 

g~840mg/BT$5o 

co 090] *awo{k**«:«p, m§> ts& & 

CO 0 9 l ] ceo*. r> &S!#J'f'®ie^j£#ttC!A'J<D 

o. i~9 9. 9Sfi%*£i&5. "mmmc^^n 

Z> (pharmaceutically acceptable) " ^t'J'V 
£-L&ttntf&?>f\ Si^J<DS^# (recipient) ICW* 

^ 



co o 9 2] a i ic«««^rr«s6tij»»j»Mftio» 
*ffl^T«iart-*c shiawc 

HRWfcWBSk #««iJXa:*"1ry-\'-*B*l/T, * 
— ;l'Rtfy-l'Kffil^(*(silicic derivative) 5 

V&^^S'^A&tfHttjtf yx^-uvyy 3— ;l/<D* 
CO 0 9 3] R{b^»tt«*ija«Pia^Ofci6CXU* 

CO 0 9 4] S?.lc, ttfkMttfflRflW8#£«fcL 

Vffiiv h D «y ^X*«IA«#y ^-«BKXtt7 >y *X 
CO 0 9 5] SI {fc^ttHRfc«fUft«Wfc LT«# 

co 09 6] «Toawjfc*v^T, "*aw«r tt** 

i <t*»xtt*©****r*. 

co o 9 7] mm i ^^>^y-t?um 

g (me/AT'-feJl/) 



mm. NF 



0. 2 5—10 0 
0 — 6 5 0 
0 — 5 0 

0— 1 5 



co o 9 8] mimeuTojitttejev'TaxH-s : 



*ttlHr;l/n-x 



0. 2 5—100 
2 0 0 — 6 5 0 
1 0 — 6 5 0 



(18) 



WBH¥ 10-7 5 6 4 



33 



34 



Xf7'J>l 



5—1 5 



[0 0 9 9] «»*71/yFU EE»»BLT, »3U# 
EJiSf^o ^fcfc> 0. 2 5-4 0 0mg^M^ 
MM 3 :g»J 



g (me/g) 



#S**» 0. 2 5-10 0 

m® 4 5 
«3BS-fe;l/p-x 3 5 
#y *£-;i>tfny F> (** l o%fg?&£LT) 4 
i-hV *A*;l/**^^*-;Wr/H3— X 4. 5 
Xf7U>8vW^-)L 0. 5 
1 



[oioo] *ra&*$j\ ®3f»sr;-fe;i/a-x^No. 4 

ti^No. 1 4^^->^l*^^— ^(c)i*ro 
giig^nfclKfifc 5 0 °C- 6 0 ICtfe^TKiS*, N 
o. 1 8^y^a*HS^— ^fca^o COii 

Lt 

Jgit 



[0101] 5m 1 SlCO^O. 25-1 OOmg^I 
jj (mg/5tnl) 



71/-^- 



0. 2 5— 1 0 Omg 
5 0 m g 
1 . 2 5mg 
0.10ml 

M^5m 1 fc-r%£T* 



[0 102]IKNo. 4 5^7^a*i>'-y(i:I 

J_5 : x7n^/-;b 
j£2 



[0 10 3] 



1 



x*/-;l/ 

Propel lant 22 



0. 
2 5. 
7 0. 



2 5 
7 5 
0 0 



[0 10 4] **ttrt#*xjry-/l/fcBdU coii^ 
ft*P r o p e 1 1 a n t 2 2 <D— gfHcjfjD*, 3 0°C 



2 5 0 
2,000 



CO 1 0 53 «J**»*No. 60^7^*1^7 
MM 7 : HMrt^ffi 



[0 10 6] «MRrt«#J**OJ:5fc«Jert-* 



2 Omg 
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[0107] ±.Uf8.ft<Dmm.*mm\m 1 m 1 /wm 

[0 10 8] T)\<V>U^-1m%aU\z.m-?2>WSi 
A D&mcm&}&<t&Vl)<»ftm£3-ay^<&Wf?g0 6 

5 9 4 i 8 a i mcmwiztiZo 

[0 10 9] 75'JyiiB a c h emit 
TM, h 1^5 SX) ^ Peninsula Labor 
a t o r i e st (*U7*^-7ffl, ^/l/t > r- ) , 
Sigma Chemicals (5X-'Jffl, -t^r- 10 
/WTX) fre.HAWtrc-i&So 75n^K-j3 (1-4 
0) tMp-T5.a^ Y^Zf^Y (4 0-1) fiBac 
hem. tt*6)»A^ni6T**. 0i-S.9uya7V 
yitS igma Chemicals (5X— U*N, -fe 

[0 1 1 0] Y(DXhv?m®. (1 mM) «lfn 

y^#$*v«S7j<*i?»f/'cfciiiiaL, sue***-* 

Jg^S*tj:ftiB?-rSo 9* hiSJSigS^ ( l 0~ l 4 B 
-Olfhn) ^y^KXtiet:^;l/T-4 BMMS 
"TSo 5 -y hft»8««0*JSllB* (viability) fcffiffl 20 

□yt- tf (ldh) ©sij^tcfcoT^fi-r^o 

[0 111] frtirl 

Tsf>\£Yu-Vtgm?Z 0 75n^K)S (A0) ^^f- 

Y*t&mmmicmft<Dm&.mg. (2 5-5 0 hm) t-*d 

Fnyt- (LDH) «D»JStCJ:oT^g^*l¥ffl 
-TS„ ?Llft Koyt— tf (LDH) ti9 eft^- 
^T -y h -e<D^*P 3 40nmW *X -< f (kinetic) L 30 
DHM(Sigma Catalog No. #22 
8-2 0) %ffl^T2 0 fi 1 TV^—htD^yf^-ya 
y Y— ^ DM E M^ T?i9JS-r So tt 7*— * Ofc 
ftODe 1 t a Soft I !V7h l )x7 (v. 
3. 30 B, BioMetal 1 lest) 5ffi^T> 
PCIEf!jEL3 40 Microplate BioK 
i n e t i c s — h ( B i o — T e k I 

nstruments) fT*3 7 ttCfcl^THSfrr So 

iimi^;l/£±#l^;l'<£>ifiHi L D H*£rtrrsfS*fS8 

(#J3.^ Sigma Enzyme Contr 40 

ois 2N^2 e) z&ftmcm^%o mmt, i# 
k i it M/^<om^f&mt?>mm&t Ltsisns 
i ft*«*75n-i' y pmm<omRxf/x.nmmz®i& 

tcfin^-So 

[0112] * Hb**ojstt«:«wsf tstasn* L 
dh («ra»tti'>s*y— $o wsatjt^fcis^i: 
L-Ti&ujisnSo 

[0 113] so 
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1 . 0 0 0ml 

ttmum t tcjs-^-r s c mi¥£tt'&<o 3 b a tcim* 
«wfi*ttK: <t o t § mrat s o 

[0 1 14] « I ft#tOStttt=a-ti>JHlO»l> 
{CfcoTf^SESftSo 
[0 115] ^Mff3 

OicttttBB««k-C**» SPt^ cottWMMIloe-i 
2;W3IHJJ1«>WM:U HS7A7/Wv-i (AD) 
fclWrSftT*!), tt§WBIIB*CAD*«Wf*lMb«'S 

«^TfeSo c©ttt«*75*#**JHW**tr» HP*. 

tern* 2mfcttvt>n, *<o*co 1 8ff±*%w©g^ij 
*§gu ffi<Dgf«y5-tr^§s-r-5o ie«. asa& 
*^Rt>*AD»cMS-rsffl«DS«t;:iBtT, m^omm 
ttfetbZo mmto-kmti o~i oomg/a©gt 
fbB-^SrSin^- na-3 rgg-r s» ts*ce.«c<o^ 

MLTIBBfCiBSU SS^©*IT^ftcnP.OiK«%Jt 

fs 0 wiaafco}SttH:ADteMa-r**ffl!wa:B«* 

So 

[0 1 16] *Ifb*«©*fflttti±ffi»#r©^*<fc 
[0 117] PMS/L L PDDtCl9-rSM^7ja 

3-5 oAo*ctt*BS*M»©fti6fcs*?l"So cne> 

tf, ±IB PMS/L LPD DffilfrD 1 OJW±**"T So 

gu Mama?? tMfc»o*tt»i 

0~1 0 Omg/BOSI^I^SP-'l'— bt<fcoTS?fr 

So mtt>izc<Dm&* i ~3frRwmtz> 0 mm(o& 

cn p. co^*^J±fi5-r So «*tt**<o*:// , t-H'T»ii 

eL-fc^tttitK-TSo *S^ff^5, 3 8 9. 6 70 

[0 118] PMS/L L PDDc0ffit»c©«]$i»cWrS 
S I {b^tootfflitta:* ±teSSg|{i:S: I flAWWB^fc 

i otunciC i {b£*tfRj£-r*£W*s* 
[0119] M»M»g«»o«niafe:iH-r&tfflBffia 



# 
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ta»i 

3-2 0AO4 5~5 0j&<D-k&<Dm&M8kmtLXM 

io^-TSo *MB)i<£>{t3*§: l o~i oom 

i {t£*©«#* 3 anmtts. 

[0 12 0] ttl»2 
[0 1 2 1] 1*133 

[0 12 2] ±f2^*fOV-ftl*-'tCfe^*, JS#<OSB8 

[0 12 3] hny^a'J >&m<Dm&L<Dftffi 

mO 6 5 9 4 2 7*§£*H#ifli5, 4 7 6, 8 62f 
fcfHK^ft&o 
[0 124] SMffl 

M) gtto^SWSfrrscfctf&KT**. SHtp 

[q]#fc (mediator) ©%Jfi£&ili/tf lEt" 3 fci6 

[0125]3$40, 00 0~80, 000ffl£D¥#M8 
ftrtffcfflflS (KM, »Bi^b<(±«»«Bjfll«) XttrtfflPF 
itl5SIBIS*2 4?lJiJfi««yu-hk:ttau 

<t-5tC^g?-&S(grow to confluency), -?"<Df£, fflJJS 
*M^H a n kS«{b*aWftlSJS}« (H B S S) Xtt 
(SFM) tC<fcoT2~3ls]i}t7f-r^o 2 4 

[0 12 6] ngPgT 3. F#fl¥##T (two-phase amidoly 
tic assay) *ffl^>SCi:l;:.£oT, ^BSSSTMgtt^r 

nx-OC GRRSftl 1. 2/ig/ml) ttha- 
hn^lf^ (£*SiB«0. 1 NIHU/ml) fcSt 
tt5 0. 4m 1 OS FM*SiLmic]jU7LT, 3 TCRZS 

5%co2i,cis^r^>^=L^.— b-r^o is, 3os 




«rBB¥ 1 0-7 56 4 
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(2 07>f-Fn>lfyU/ml) IC 3 7 tlcfcl^T 5 
»IHHlO*«. MBao^#ftT"C, SFM + ^nf-OC 

[0 1 2 7] ##T<0§l2l9PgT*«\ 5 0jil^3mM 
2366, ^Dft'yC(D^ntyz>y ^gM(chromog 
enic substrate) * 3 Vx-f -> 3 ^ KS«6/t;l/S?>Ji 
^iCttl*, OD405 SriiMfcyU-r-D-^-KJCo 
Tffl^LT, T MgttOK^lf (kinetics)* 4 ^HtCt? 
10 ftoTt=*-t8, C©IMj*$Mff©*7flSe, 

[0 12 8] -a-#T2 

*S1tSrS5, 0 0 9. 8 8 9§ (*Wiffl#lcaffl$ft 

s) tca^ g> nr v ^ ±mm (e . coii) ^ag&ifa^© n e 

tf^ffl^tv taJfll^^ (antithrombotics) i: LT<D 

s i i:*«8iirr*. 

[0 12 9] #^Jl©{fc^ft©Wffl'ftt±, ±f2#«T©^ 
20 -Tft!!)HC<toT«^$ft5, hD^t->a'j7m 

itm&wic * o tuise* ft s o 

[0 13 0] ?«Wtffi<Q«lMK:W^StMfc 

7SHU8£**T$"S 3-20 AO*c14tc*^HJ<0{k-a-%l 
*ja^f So <t*»©»£«tt 0. 1 ~ 1 0 0 m g / B 

[0131] cft6o*ctt*a#iHm«*>fc, ft^i^ 

#ik& 3 frRW&-V : ?'8mm&lctt? S3MIEIJB LTS 

30 ^~So 

[0 13 2] ifl&2 
[01331M13 

So 

[0 13 4] t*fS 4 

a. ^/i*: v bictsifzmBmmomm 

40 ^^E-y ht J P}f®5ffl(leiomyoiiiata)^:^^i"5o W^tC 

xx h 5 v 5 ^-— ;i/* 3 ~ 5 m/iiaar c * o t 2 ~ 4 *•> 

X«±^li^;l/^P,jffiS5aai«:3~ 1 6M^SB)5aL, ^ 
C»Kj*SbT, ^^[allKL, M*«^jl(regressio 
n)tCB8LT^«f-r5„ 
[0 13 5] B. ?-Hv>X'\Olih?l7^7D-i' 
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<DfiScg£§fsrr£ 0 if-a-tcfco-m, m^tcmmmm 

fcT k ? P.fie-55aa^P^#(gastriclavage) K«fc o 
T3~l 6>Ifia«BSSU -rv^Vh^rlKDmU ^ 

[0 1 3 6] ia^5 

A. t h?t7^7ni' F®36^e.cDiS^«rI5liRL. - 

> b 5 >X 7 * — A F (nontransformed) ig§#f i: L 
TY^tTFntCifi^-r^o ^ (surgical) K^fr^r^M 

fr^mmLT (teased apart). mfflgSSSffi^Sji-r 

tit, fiScSH^&tf^g^^^icWf s^n€>os«s 

GnRH> *KW<D{t&®RZfZK?)Uc£Z>mm 

nT^RF^nSA^SA^W^-rSo 5~2 5AOSS* 1 
[0 13 7] ±feiSg*<9'>fc< l olcfcitSSte 

[0 13 8] ;xn^M^->^- tf(QHi^J^§I-r^ 

m. 

^Sfc&Ks J a n s s e n (±SSS0K) lcfei$£ftfc 
#*T 1 £##r2S:ffl^3o 
[0 13 9] C<D##rT-ti, t:hPMNaM*xx}- 

6 ) , ttm#mL<i*jS.ut&ya a ft no , mmit* 

mCO. ImM) SOVI/S/-;!/ (0. 2mM) frW 
[0 14 0] xXFDy^ir^-CDam^ttiSXD^;!/ 

tfgtt*$ij&-r3o ^ i it^iixx h u * 

[0 14 1] ftff2 
ffiSLftt FSxa^l/^-^^— lf«rf^fflSiJ (IX h 

*im*, Qc&&m:W&1rZ> 0 Kftflftttiifc FMP E 
(2 5 0ng) , ffttWWSrlXttSItt** (10(i 

M, , »K{b7KiK (1mm) SWS/-^ 

(0. 2mm) ^-g-tfo 

[0 14 2] XT.FDy>'i:^©S{Hm±MPEg14lc 



(21) HBf 1 0-7 5 6 4 
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[0 14 3] frflT3 

5-5 0A^tt*Bg*is^ofci6tc^-r5o cne> 

Oizmt S L EXttlittBSffiD Cft 

«• ?>*u *-©<P<£> i m&m&Mt LTS I ft-^^SS 

10 ~1 OOmg/BOlKlP^-HciotSgf 
So ffi&e.{ic<Dgli££:3~ l 2*^WJ5o W8¥<9 

[0144] sHk^iowfflttti> ±ie##T<o'>&< 
i: «, i otctev-T^ i it^m^-r^mmmicx-Dr 

[0145] hu>\*wmMitm*&&ifi 

20 t-PAtc«fci.H hjfa^»ny Fg>rgfi?tcWrS 

MM 

0. 0 2 2 9/1 Ci 1 2 53»>^SIi7-<^';y-y 
^*$=PTf 5 100(tl©t h-lfo^c 5 0 ft 1 to ha 
kT>(7 3 N I H^tft/m 1 ) *1}nZ.2>C ttC£o 

t\ wsa&sfc l g*icKhaim*uv b*Bf&-tz> 0 c<o 

— tf (5 0, lOOXfil 0 0 0#ffi/m 1 ) T-H</\ 
g?StCi3</^T2 QVSm^y*!--^— h"f -5C £tc <fco 

30 tC, KSfclS^: Beckman Microfuge tp~Z 
S'L^SI"t*So ^^V— ttfyy-J yif (gamma countin 
g)CD/ci6tC2 5 /i 1 <DX— /<— F(supernate)^: 

1. OmlBcDO. 03M Tris/0. 15M N 

(«fco * -s<nm\ 

0 0 %fSfi?«r#So W (overlay)?g^{C 5 /i 

g/m l i: i o ft g/m l ©iifiT'fba-WSriraASc: 

40 y U >»/WWte»bT 5 0 %fgft?^S-Tfiltc ^ 
Wt*CttioT, I Cso(D«lB&ffl[«:*^-rs 0 
[0 14 6] gBKihStt 
MS 

•*3t]fii»fc5y HfiiSifctt, WJMWta/NfVK (Ha 
zelton-LRE, *H, k a 1 am 

a z o o) ^e-XtiffifKUfcSIS pragu e-D a w 

1 ey77h (Har 1 an Sprague— Daw 
1 eytt, <0¥<tT-tm, ■< > S ?T1-#V X) 
A v e>HBlR^fiJlcJ:oT3. 8 %?x>&tgcfvM#£o 5fe 

so fr«tBO*J*i:tt«te«rjTx -I' y^f — b (in-date) A 
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C Dfc YMWH^^yy^^B^ 1 -2 ttt7^^uy 
— y>*fflit"r^o Smi th, B i o c h em. J. 
1 8 5 , 1-1 1 (1 980) t, Smi t h^. B_L 
ochemistrv . 1 1 . 2958 — 2967 (1 
9 7 2) 0 b h 7 ^ y-y >B 9 8 %«»/«y5 
Zs^.>b LTx American Diagnosti 

ca (n^7h«i, yy-ve^) ^sjBAt-r 

jfitffti: it Baxter Healthcare tt, Da 
de^± (7dUm v^7^) fr6X¥t«e Pa io 
rke-Dav i s (^ i/iS^iW, Ann Detro 
i t) 3b^60^S/ho>e>'*ifti»4'0»H« k «rOfe«> 

CO 1 4 7] sii 

gBBSifciilg 

»H»*r»atiB!E5ESnfeiiO-e«So Smi th«, 
Thrombos i sResearch , 5 0 , 16 3 
— 174 (1 9 8 8) o CoAScreener 
» (American LABort) *±T<DMmft 

vm&icm^o 7uhuz/\*>mfB cpdso. o 20 

5 m 1 (OtSMkstaSRlC 0 . 0 5ml £>£S&*ldt&zk£ 0 . 

0 5ml Ohu^y^Xfy-Cai^^M^C^ 

t*oTjB!J3e-r*o SttfbSP^hav^y^x^v^ra 

(APTT) 0. 0 5m 1 OMSM^O. 05m 

1 OA c t i nKSUfcftfc 1 2 0#ra^>^a.^-h 
U *(C0. 0 5m 1 OC a C 1 2 (0. 0 2M) ^iD 
**Cfcfc<fcoT«!l5rr*o bn>\*>mM (TT) tt 
0. 0 5ml (DUmifumiC 0 . 05ml ^4IWM7j< 
i!0. 05mlOhnyif> (iONIHWml) 

itwm<oibmtciffim*mmttftvTimz.T a p t 

[0 14 8] WM 
iSprague-Dawley77h (350 — 42 
5g, Har lanSprague- Dawleytt, 

V (20mg/kg, sc) (120mg/ 
kg, sc) tlcioTlffBU J»7k^5>y^h (3 40 

7t) ±fc*m«-*o sum cm&ximm ict>~* 
[0149] g[Mii^±->-h££zk 

E6 0fa-7mn e (5 cm) *£■ 

ty«fc 0**1^3. — 7 (P E 1 9 0) C06 cm**ffl» 

^-TSo ifa^CCQ^-VVMCjiLT 1 5flflfl«3HS 

(J. R. Smi so 
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t h , Br J.Pharmacol . 7 7 . 2 9, 1 
9 9 2*#BROC t) o 
[0 15 0] WhMmm<D¥ eC 1 3^7*;!/ 

^^-70^7X(cuff) (0. 058IDx0. 077 
ODx4mm, Baxter Med. Grade S 

i 1 i c o n e) *mmtt<om&±35(o&mwM<omm 

tC#< 0 F e C l3 6*a««7kK:JS»U tt£ (2 0 
%) *FeC la^OSHRoaakLT^-rSo n 
ffR*H{I2^T, iflt^KtU-rsfefefc:, 2. 8 5 /il 

SE^n^o (H**T©*n**Be^r* (#) . cn&F 

e C 1 sOta^fr 6lft*»*0«l*a:«TS-eo«5aWr 
H^S-T (K. D. Ku r z. T h r omb. Res . 
6 0 : 2 6 9. 1 9 9 0). 

RtffflfS ^ 9 X / - y >Stt*J 4: Sc^i 

Kl/fc^Jfil^ny h^:B$i!jSliltiS (pulmonary circulati 
<m)K:A*l*Ci:fc<feoTW3e-r*« 9yhldl* (lm 
1 ) W^baye V (4 I U, Parks Dav 
i s) M 125 ith7>r7'J/-y> (5/iCi, I 

cn) fcffi3ttc«^u fr-BteWtt^a-^icAtu 

3 7 t CtC*3V^Tl^H^>^riL-^h*r^o ^bfclfil 

%lfil&}&8?= (SAc pm-Wc pm) /SAc pm 
x 1 0 0 

(J. P. Clozel, Cardiovas, Pha 
r ma c o 1 . 1 2 : 5 2 0, 1 9 8 8^#»C 
fc) o 

[0 15 1] jjB£lZ2ir^ 

jfiiKhnvtf MJfUS (TT) fcJS6ttft»»ha>*y5 
X^BSBB (APTT) ^7^n^Haot 

T\ ^xyitbU^A (3. 8%, Iff: 98MiL«D 



(23) 



WBBT 1 0-7 5 6 4 
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Kit, ?v hifiiDt (o. imi) *^aw*ia* (0. 

lml) R^v'bnytfy (0. lml. Trisi 
fg^cf 3 0 U/m I iParke Davis) « 
IC3 7°ClCt5^Tm^iTZ> 0 APTTtc&ILTte. JftliR 

(0. lml) h A P T Tf&&£ (0. 2ml, Or ga 
nonTeknika) i:* 5 #fS^ h L 

(3 7°C) x C a C 1 2 (0. 0 2 5 M) «r*nAT* & 

CO 1 52] ^.WifiJffittOMtt 
£^Stt(bioactivity) CDRS. Mhnytf^ffl 10 
(TT) ti. TTO«*P»««afb^« (parent) <3D*teJ: 

i. v. #5xta#»atHtts*fe*««5y horn 

amtcfflS-r^o «fi<D»JK£> ttfflfflHfrSEJStf 
»[:t)f:S¥^TT^ffl^T, ftlTFBBW (AU 20 

oirFmi (auc) *»m-rs. ctittffl«fcHbT 

%ffi*fWgt£= (AUC p o/AUC i v) X (fflS i 
v/Mpo) X 1 00 

T> *7XkLta«t*i^Xttl 5»W3tP6UB»UT 30 
UK WStfg (experimental perturbation) ji b Tt&lf 
taAtSo #7XaMitti. v. TOlml/kg 
T~&K>, p. o. "Ptt5ml/kgT*60, aA«« 3 
m 1 /Bf TS&o 
[0 1 5 3] Mit 
JBS«¥^ffi±S EMtLTito --#lRlgIMfr#r(one 
-way analysis of variance) ^ffl^T^ ^EtfWW^M^r 
ttttiU SlCDunnet t 8&&&ffll^T £ o^ffitf 
aaS^*^t«o ^FLV^i^ffl[<0-eaiSBi(null hy 
pothesis) £Djg*e<DWiStt P < 0 . 0 5 40 

So 

[0 15 4] WM 

(Beagles, 18^-21, 12-13 
kg, Marshall Farms, North R 
o s e. -ol-3-#, 14 5 16) BftttftS^ 
g%C0 2 4 O^M^fcx Purina certifi 
ed Prescription Diet (Pur i 
na Mills, 5*— UfH. 

■rs, t§w^jg4 5-5 0%, mmo 600-1800 50 
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BSfSo 

[0 15 5] iWtt^ 

t«ft^«tta#im9ic, mo. 9 

{C5mg/m 1 £ T'WmZ&M'? Z>Z-tlC&-> TM^T? 

2mg/kg4W5o«U , ^l/ (4. 5ml) ^ 
WMR#&«#*0. 2 5. 0. 5. 0. 7 5. K 
2. 3. 4Rtf6B*rateS»7rSo *>y/Hi^XV8 
^j^iD(citrated) V a c u t a i n e r WcEllKU 

[0 15 6] i»>yW> ; -hn7x-;H:K7^ 
>tc£oT^»ft:{bLT. HPLC (ZorbaxSB 
-C8^7A) K£oT##tU **y-;i//y>»c 

J;oTpH7^S8fii5bfc5 OOmMRtth'JW (6 

0 : 4ov/v) KicfcoTisurrso umt^<DM& 

fta^s^ia (Ke) ;fft«^y77>x (cit) ; 
#*»js (vd) ; m*famM&it&vamm<Dmm dm 

ax) ; fi^ilSXteTma x<Dfb^ (Cma x) ; 
i&^Mffi (to.s ) ;tt^Tffia (AUC) ;®iR£ 
tl&VStlit'£to(D79 9i'a> (F) 

[0 15 7] gffiM^^dlZ^fZk 
-Y5«O^Sfe:<fc*«P«4:«»fl:tt J a c k s o n?OC 

1 r c u r a t ion , 82, 930 — 940 (199 
0) iCiB^BftTv^o »»A!>VF (*£S&6-7fr 
£ ;«X«tt: Hazelton-LRE, *H. ^> 
#>*N, ka 1 amazoo) Y U *>A-^> h/^P 
tfy— ;P (30mg/kg, »flfirt. i. v. ) 

Oz. p C 02 Rtf pH#jE««SHT&S<fc ^fc— IsIPfK 
S (tidal volume) ^^gRoSS^rlS^-r So ftT— — K/l/ 
Il^SAlT, U-FI I ECG^fe®*rSo 

[0158] jzm&mtmmmmt*i£*mmi$tym 
tCcfcoT^si^^So Ed^jfaiE (a bp) *mm\m 

Alft?«tt«*Mi 1 1 a r^«S ftf*MPC 
— 500, Mi 1 lar Instruments, 5fc 

{b^ft*S#<D ft & &c * - a - u*» A*T So 

[0 15 9] *EH«i*»5JHl#HX^-X*«:i3t^TfTo 
T. ^K^r^M/iH^U— F/l> (pericardial cradle) 4* 
(CffiS-To £H]jffiESKjBK (L CX) CO 1-2 cm-fe^ 

(major diagonal ventricular branch) iCiffliL 

(f7P>«I; 3 0y-^7^7^« 3-4 
mm*«*LCX*fc#AU KMcOrt^i:^^^S 
(HK<03e7«rfcl«B) o FftJftT (s c) gffffi 
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f- y fr * ^ $f— (occulder) §LCX <DJ3 B<DfMSP 

(Calrolina Medical Electr 
o n i c s, /-7AD7^tffl, £53 

i&IKMgitKj (CBF) SiJ^Ofc46til7'y-KOififfiT 
L CXcO^HCIBB-T-So ^H'-^-^tBffiLT, L 
C X© 1 0©R5$«I^S&£giS?2ftSftlfotelfo$^ 
WjKJS© 4 0-50 %fflJfiiW£-f S J: 5 tC-T So Jfil^Sft 
^i:ECGaiJ«fflO^T«riegiU -r-^JflE^ (* 
^/bM 3000, Modular Instrumen io 
t s. #S, ^>'>;l/A-T^N. tCfcoT^ 
#T"3~So 

CO 1 6 0] jftl*&K5g {b#%jlf9-5-cD73 & 
^y-Ktcl 0 0/iAtti?ft (DC) *&1&-?%t, LC 

S» L CXtf^CP^SSnS (-tfDCBFKtfS-T 

So P^S^tcifii^ i mMf&&Z-&Tfrt>it&Va& J *Z 

mWt So *&W<D<t&VBt> 0.5mg/kg/I$£l 20 
mg/kg /B$ t0 2 ($ Htt A^JfoteSU (thrombotic ag 
ent) (0Ut£, XM^ 
:/r-*7"— t?, AP S AC) cDjiAfcll^^-rSo 

?gM^^Sl!lfllRCDSP^f±^ 3 Oft-fffl^f 3-trn C B 

[0161] M&mtT-y/i'— btiakcom^ 

*£?^>tmilQ (3. 8%) « (^xv^lgp : faffi. 
935) CD4 0 /i 1 •9->-7 s ;l/-e. tm&TI-^J+f— (C 30 
el 1 — D y n 9 0 0. Sequoia— Turne 
r. #B. *}>17*>1-TM, v^Mfo.— tiot 
$iJ5£-f So Simplatel I WlfilB#IH-r^-f'X (O 
rganon Teknike, #S, y-XAn^ 
■J-ffl. Durham) C<fcoT, S^x^yt— hitlJfil 

W»8{i3mmi|ix 2ram^T«J55, ^^fiicLfc* 

{t&MKDm^mms (o#) , &AP*fi&fre>6o#iiB 
a, towk^«ojft#ffij:i« (120^) &zfm&<om 

[0 16 2] £TV>T-$lt-J3fa&mftffi (A NO V 
A) ^IflcteU^t'Sria^Sfc&OS t u d e n 

t-Neuman-Kue 1 s W£ t &Sfc£fHl/>T# 
WT*. E«»£AN0VA*fl!^T3IK*©»OjbM0 
B*jjSMO*r««*WJW*. Stilted < p < 0 . so 
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lt¥-i%M±S EMT'$5o ±T<Di£8S«iAme rica 
n Physiological Society ©it 
if- (guiding principle) left oTftSS-f So CO*SK 
|irrS£6fcSSMfflfci: J a c k s o n m<D J . Card 

iovasc. Pharmacol. 21. 5 8 7 ~ 5 
9 9 (1 9 9 3) tcfE«S5nSo 

[0 16 3] *«WOfk** I ttf- httUMWIfl 
SMfftCfcVT&O. 2 5, 0. 5 0Rtfl. Omg/k 
g/«fifffi«tiS. 

[0164] *«w©ffcfH*©*ffltt«:±e#*f©v v ** 

[0165] a Bfett^<P»MM**g*<5#«r 

Ho Imdah 1$, CI in. Exp. Immuno 
1. 7 0, 3 7 3-3 7 8 (1 98 7) (#lUMffl«KS 

ffl^ns) icmmztitt&iznffi-tZo 4-3 oe© 
fltvj/T. (*««8~i on) $AUKttm-r«. 

kbmws. as nb<mw>»*© 1 an»ic, -^x* 

77 M lS35-y>»C«koT*jaEftrSo Holm 
d a h 1 9. Arthritis Rheum. 29, 
1 0 6. (1 9 8 6) (*HfBWlC«ffl?n«) KB« 
£ns<fc-3lc. T^x*HIWttOM**»!:«bT<MR» 
W-TSo jMMtHJKU tftl ISn^-y^SJSttiatt: 

[0 16 6] SttJiilfiTOE L S A#*rfc.fcoT«lJ&£ 

>©jR{;:«j;sdn A-a-^co^afctoTfpffi^nSo a 
So ■fRmresftattWttfcffiBtrso 

[0 16 7] fr#r2 

4— 30 EOS^liiKi Sprague— Dawl ey 

I {b&^fcSSU iT«7 7 MiArnasonf, 
Arch. Neurol. 21, 103—108 (19 
6 9) C*^*»fc«fflSn«) fcHRW»ctB«Sft* 

U^HSBWW* (EAE) OttftfcHLTWftftti- 

-t s„ as i {b&*M>tft#w»&« 3-7 ante , 

[0 16 8] jSHtttE AE«»IW-r*{b6*Oll6*KJ: 
oTUJB^^nSo 
[0 16 9] $Hff3 

5- 5 0E©^Z (MRL/1 prtNZB) «rfflV 
So E L I S AtJ:oT«a«tlSSxDN Aiit*©ilS 
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CO 1 7 0] fr#T4 

6SK«y7-b4?«!!a^*^€r, iPt^ &ttti2»tc$W io 

U, flfiOWH:y7-fe***#r*. ttt)iWO*tttt5 0 
~2 0 0mg/BOSBft*«P;I^HC*-3T««^ 
So ffi&t5(±c©£*i£*3~l 2*^ffl^ftSo WSfO 

[0171] iift*fto*itttt« ±fe#*T©'>&< 

l&IESftSo 

[0 17 2] jlM^*Kitr a*iftlftiE>tti«<P««g> 

as 

1 om<omt 1 oeKomuo^if-^fciS i itsvar-ximt 

M«Lfc«fc 4 BfRBSSfiJirrSo 

[0173] itWQm&ttmmitet.tfr-eitm'tZo 
[0174] &m}*n&sm-vvmL. sif*fF 

/has 1 fk^^riwittHiOT»i:«t-«s»aw»*«i 

[0175] fx hxf p v±#j&^-rasi^a 

#im 

1 . ¥-t$7ls— A^mttcWTSMe tropolit 
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an Life Insurance Table (W 
@1) (CtoT^S^nSSa^fiO^ifefll (aid-rang 
e)<D9 0~l 3 0 %<DmS\H<D^Mo 

2. 5 0 0 n g/d 1 *)ffi<0X^U— — >?1%<Dlbti87- 
X FXfny,, 

3 . 4ng/ml WTOJ&»mfitJ»»BttaUSU 

4. £«ttRMEiiriumttkttAmnFttx^u--~> 

5. a^^ffl^Jx.fcfT':^-- *\ iWRaaXttTV 

^y7->-« i 3 ^©i^&ffffl^^ < « a* 5 

6. iE**'L4»ttaE***i>fciE1ira#{*tt«, sMHifii* 

7. usa^s^ (cbc) tctoTfflft^nft, Ttet& 

$-TS) *<IE«ffl<0±lfiX»iTfiBO 1 0%iXP l iT*^:^n 
[0 1 7 6] M2t 

1. wmtzm&o 

2. Jfl*»i:jfii^S^ffiX»iB**^<0^ffi#-rsSfto 

3. 1 B<0 2*ffi («2y7XOS» 2 *OtT— Steffi 

«rj6Sa.ST;l/3— ;l/*8fflSJ-rs^tto 

4 . ASHX * U -^.^^cDS^lcttA^S^o 

[0177] tflttttTfTHW-ea&o^ f^-kxtimttz 

•efeDs 1 0mg/Bi:4 0mg/BO2ffliOSHt 

**fc^-t**i 4iiraitt5-rs 0 

tcik^Xfi^-t^tc^tSo fx hxfn^l/^ 
%2MICR I A, Coat-a-Count^-yb 
(Diagnostic Products tt, 570 
0W. AU7*;V-7fH, DX7^x;l/X 96 th 
Street, 9 00 4 5 frS A^bjhE) IC-toTiBJ 
StS. y^-fe^tcih^TfXhX-f ayu^omVr 
Wfc*3*a«ftU4, * i fk^Ks^ifiii* fx r-X-f □ ><D 
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